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i^mxitmm] i^kisiscj^K^f:^ 7-3-1 M^i^i^iz^m^^^m 
mmm] . 

i&mxj,immi MMm:$:mm:^n 7-3-1 m:^iz^iz^ummmm 

mmxitmmi MMU:ic^m^m 7-3-1 ^]K:^^:^^i^g^5^fF 

CftmxttMm] m^3^}mm<D^ 1-5-8 mmizmmmm&m^t 
i^^] mm mm 
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mm 



m 



[M^:®4] yy'>f^:^^^y<Dcmmm^^mm. yf-i^^^^'f-yx 
\t^nio(D^^^ikn\y':f^^x\t^<D^B'f'^mm^^h-t^2mMMmmm 

Mo 

[0 00 1] 
[0 0 0 2] 

itvrf^y^ mMm^m^^ (TNF) -a, 'f'yy^^ J -^ym^itm^u±^ 

r^-(t<'^^V^^y<D'^t>. \yrf=f-y. TNF-a, \^Vy.=f-y^\VMIiMM 

[0 0 0 3] 
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®T*fe§o r^^:^:^^^y cDN Ait. 3' -5^3^^^:^ t MliteMM c D 

r p 3 O&SVNttAd i p o Q i:i&t5l^P>tlfeV'i7>^TT^-f jK^ c DN A 

=§-^V'^7:;^3T3-L i:S:tK3T3-F4 4 2A|fflflS®^>fb®|«=^-e. 

t hyf^^^^^yit. '^'^'^ym^^y/^^ 2 8 i: bTjfii^;5)^e>J|t|g$tife 

o IG^/lifM5l^Vij7X:StlKt: T7'-^3K:^^^5^>CDmRNA#g^^-?-or)ifil 
mU'/^;i/tt^«{C'(gTbTV>§, L o d i s h P> A c r p 3 0 (D ^ 

[0 0 0 4] 
C^^*^«?SSb b J: -5 i: fS^jB] 

S: il#^"r S i: tc s , 
[0 0 0 5] 

[^M S:«?^-r -S ®^|g] 

'{:i^:^i;'^y(Dmm^Txit^^tii^y7.v ym.m'\$.<Dnmmmx^^zt.. s 

[0 0 0 6] 
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[0 0 0 7] 

:^^mizm\^ti&r'r^^:^^'^yit. S6{C^^n~->^§tiTfey CM a 
eda, K et al,Biocheiii.. Biophys. Res.Co mm 
*un. 221, 286-296 (1996), Nakano, Y. et al, 
J. Biochem. (Tokyo) 1 2 0, 8 0 2-8 1 2 (1 9 9 6)], 

si^<o^miz^ VA^v^^o isa^j##i let: hry'^^^^^y<Dr^ ^mm 
mRv^^mm^i^^'to r^^^ ^:^^^yit. Nmmm(Dzi^~^ymin (c 

Ad ; 4 5-1 0.9) tC^mm<DmV^mm (g Ad ; 1 1 0 — 2 4 7) ii^^m 

^stlTv^s3^)^ c^mm(Dm^mm (gAd) li, ^^^r^^^^^^y^ 

[0 0 0 8] 

^n-Kt-Sjge^^tJ^gAdSrS-Kt- S3t^^*^WbtiS. tfe, 

-e^* M v^ S r jb^X ^ S „ 
[0 0 0 9] 
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[0 0 1 b] 

[0011] 

^n^mmt Lxitmrnmrnmii'^i^t lva„ ^ t^m^mizmm^n^mi^t: vx 

MUhXO. 1 ic* g~l Omg/HSMT'^S^o 
[0 0 12] 

mmm] 

[0 0 13] 

A. 

(1) ih^mn 

PPAR-yTdf~Xh UV^V^Vy (rosiglitazone) P 
PAR-r/RXR|JB#MHX5 3 Itt, XmiZl^t^X^mLt:, (Chem. P 
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harm. Bull. (Tokyo) 47, 1778-1786 (1999). 
Diabetes 47, 1841-1847 (1998)), 
[0 0 14] 



PPAR-r ^~^'y:^lt-tVizm^Vr:^:&mX^^'^mLt=. (MoI. Cell 
4, 597-609 (1999))„ -e0fl&®^T®i&%« H^fc^ l^Tfi^^m 

X-^Xit (Mol. Cell 4, 597-609 (1999))„ . 
[0 0 15] 

(3) RNAMig> y—y^y^uy hmmikxJ^^ 2^ J :fu v ^ y ^ 

^RNAtt, TRIzol (G I BCO-BRLl5f:) S:MV\T, iSaCD^n h 
n~;bfC«eoTili^j&^e)iligbfc, #^5~1 OHCDV>X*^e>#feRNAS::^ 
— ;i/b, — h AGO (T. H a s h i mo t o .fc y ) , vt7;^CD 3 6 
> UCP2. PPAR-a (K. MotojimaJ:y). Xtt^'^XT7=*'f 

^^^^y cTiUA':fu-'fK^^j-^y':fuv h«?*f{c-g|ML/fe J. Bio 

1. Chem. 273, 16710-16714 (1998)^ Diabete 
s 4 7, 1841-1447 (1998) ^^Ay FomM?§tt$:^a 2 
8S r RNAiT^n- Ka©^^^ii£bJ^ODt>, #mRN ACD-^IK^ftSSrlt^ 

ilLT, '^^^y1^^iiyjt^m.2BK.S^t&i^^)^Xi-±}lW.W (thTT^-f 
3*f*^5^>C$g® 2 OT^ >^m®N5glC^:e'CDi:/>?.^^>$:;{jn;tfe/^^5^ K> C 
YADNDNDSTFTGFLL YHDTNlC#^§M^*;abTf^^) (J. B 
iochem. (Tokyo) 120, 802-812 (1 9 96)) SrdgMt* 

2^J ':ruv'r^ y ^xmi^htc, ^mm^BL]^ii^J^J':fny^^y^izm 

mLtc^^mittxizm^vrcL^m (moi. ceii. bioi. le, 307 

4 -3 0 8 4 (1 9 9 6) ) (CtJ^o;^. 3 laCD^St L/TSiHiii® e) t> 1 
[0 0 16] 

(4) m.W.V-y-ifjVTy'k^ 



(2) mm 
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:^B - t e s t, #J:j^-5^;HbJigaEfM (NEFA) C-tes tAXfhV ^U-fe 

(Mori/naga Institute of Biological 
S c i e n c e ) -^^Bil^L/fe (D i a b e t e s . 47, 1841-1847 
(1 9 9 8))„ L'>^^:yttE L I S A- b a s e d Quantikine 
M'^^:^l/:/^2y:§^^Tv'fz-(^y h (R&D Systems) Sr^MLT, 

[0 0 17] 

• (5) 6 xH i s -T-T^-r JK*^5^>i|-^tJ?>A^^W©^^ 
^^^ai- (Qiagen^fc) iC^Abfco JM- 1 0 9 {CfeJ-tS, 

^#^T7^>r5K:^'Ni^^>. c Ad^t>*gAd®#§^$:, mmmmmiz^ v^u\d 

^MSSL, ~y-tr;i/>r:r>T:3Efn-:^5!7^A (D 1 a b e t e s 4 7, 184 

1-1847 (199 8)) •^^mm^-^^:it.iz^ijm^-$iyj'i^^^mmv 

fee mtE^^^Sm^<0;&^Jiy\^h^tyy(D^^lZit. ActiClean E 
t o xTZ7>( —"7^^:^^^ (Sterogene Bioseparation 

s*t) ^mmvtcz. 

CO 0 1 8] 

(6) T"5*-<7K:^^^^>X«b::^^>^# 

(Nature 4 0 1, 7 3 - 7 6- ( 1 9 9 9 ) ) IB^CD^ i: < , JKiK 

fe. #vii;x©=pr«|S^Tfcr^®A l z e t IR/jN^JgJEjJO::^ (model 1 
0 0 2, Alza^t) %#Abfco 1 HM*®-^'^;?,^^;^ 1/ >/" 

^> (Sigma:?±) 3Z:«r7=>r7K:^i'5^>$:, ^WfiO. lml®PBSlC^ 

[0 0 19] 

(7) ^y:^v>mm^mm 
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(1 mg/ml = 1 cm) il-f >XU>>fit (1 n g/ml = 1 c 
m) ^^(D^m^i^m^izmm (60^==1 cm) ^mnx. ^J\^:2-:;;^mmR 
tJf^rv^^U^ffiiii^MII&J^mLfe (Am. J. Physiol. 24 0, E4 

8 2-4 8 8 (i98i))„ >( y:^v ymmmmit. ^jun-y^^Mmumz 
i3i,-f^^)in-7sjkxj^4y:;t.vymmx 1 o-^(7)m:fy^^m-mvrc (moi. ce 
1 1 4, 5 9 7-6 0 9 ii 9 9 2) ) „ ^mit^MmmizM-t^m^X'^v 

fee 

[0 0 2 0] 

(8) mwf^mtAcocDmmm'B. 

SrfflVNTlfcll^ (Diabetes 47, 1841-1847 (1998)) |B 
m<D^t<n^^o ffFai»*^^7i>^2;?:^-hS:^^^b, fAmfl§IK (CHCI3: 
CH30H=2 : 1) S:M V^TM^ h U -fe U bfeo JfFillS®^ 

nr7;i/;ri/-fe>f >(Z>H202^#ffim'ffclC»:5<r>yfe-f tCj:yS!f^bfc (Di a 
betes 47, 1841-1847 (1998)). 
[0 0 2 1 ] 

B. 

(1) r¥>f:ii:^^^ymmii4y::^v>m^^<Dm^ 

[0 0 2 2] 

mm^mi> m2j^z^msiz^to muzit. m^Ti^itmik (ho , mnm 

(HF) XttWflgJKf:^+nS;i^U (HF + Ro s i) -tf^gbfed 

b/d bx">J^®, WATr7=>f 5j<:^^i'^VmRNAS (01 a) jRtJJjfil^T'r 
^ tK:^^ ^ 5^ W (Sib) Sr^fc 
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[0 0 2 3] 

t^fcLmZiZit. mM7i<^imi0^ (ho > iSfllM:^®* (HF) X«lifllffi&:fe+ 
UPifV^^Jy (HF + Ro s i) OD^aSSreofed b/d b CD n - 

^HCikd b/d h'7^:!^(Dmm^Jvn-'yi.\^y<;i (^JVn-:xikmUWt<D'^u 

di>rA^)«24 4. 8±2 3. 3 mg/d 1 ^ofe (®2 a) , 

'fit± s. e. (n = 5~10) ^^-to *P<0. 05;**p<0. 0 1 ; M 

[0 0 2 4] 

Eisicii, 1 tiMut:^^v^'Jy'V2 4f^mmmhr=. (Ro s i) , X 

[0 0 2 5] 

c:ti^®MmA^e>, l^fllJKr:^^, mstrn (®2a) i:iif-f >;^y (02 

b) ^m-t^^^:^(D. ry'^:^^^^'^y(DB'&mmmM (WAT) tCfel^Sm 
RNAl/^;V (01a) mtmiy^Jl^ (®lb) $:<gT$i^feo nS;?^U^V^> 
itT'r-i ^:^^^y (DW AT IZisn^mRN A l/^/V (01 a) ^jfil^f ( 
01b) S:JtSlc±#$-tir, im^icii^ifilill (02 a) i:l»>f U >jfii^ (02 
b) &aic#bfeo d b/d b vt^j^TJli, flifiSmm^^ (l^-:?' 

;i/tg#:2. 7 2±0. 1 1 g ; R o s : 2. 8 4±0. 16g)i:^|cM 

(tf-^;i/^^ : 4 6. 5±0. 7 0 g ; R o s : 4 7. 9±1. 0 g) 

(Dt>'tib^fjimmi!)mhnr:Lo m&msi^m (cs 7) T*=bim#®^m*^#e>tife, 

;if:^;^^>^]^S:iiJO$itfc (03 c) „ :m e>(Z>^- cfc »; , TT'-fJif:^^^ 
^>mRNACD^JgttP PAR- r^^iSMS^JCJ: U -BPiitiS^tlT^ y , mm 

[0 0 2 6] 

(2) fl|ftffMM(D:5^S.^T7^-f jK:^^5^><DM^ 
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mmMm<Dm^n\i^xitr^^^:^^^y<o^n^md^r^o ppar- r/Rx 
-r^*?-^., p p AR- r'^/"'v"?;^{cHx 5 3 1 ^emmist.-^ (+) xii^i^^ 

# (-) Tl?> am^^^^STf^-f J}<:t^i5^^> (Ad) , gAdXlil/^5^> ( 

Lep) ^mm(DmM. (ittg/H) is-^bfeo #^c^$3&v^|5su, is:-^ii#i^± 

#aA(pump) ICTHJfeb, 6MI^®HX5 3 lig#Mr^CD:R#l 2 HI^IC 
, mmik (HF) S:^;i^;&^e>#fM^#bfeo 
[0 0 2 7] 

04 lC«WATtfi0L PL mRNASSrat-To 0 5 JCtt^mJt^WATaS 
^3ti-o ®6lCJiWATm^^S:a^'tVirx]a]S^&^-t= ® 7 ICM^Tt^-T tK 

Oictg Ad&*7'>:;^K:jK®i^ (ip) mxhr:im^<Ds6Lmr'T'f^^^^y]y 

m-k^-^^^tittiMn-^pp AR- r'^^~'T^:7.mKM't^m^thx^hr:zo 
mmik^-^x ^ iifcM^-^p p AR- r'^^~^K7:^(Dmm^j\yn-x\/^ju ( 

^;i/3-:^:t#^l^cD-fern^f>r A^) liiio. 7±12. ,8mg/dl^ofe 

o #/1-lCT*lffi± s . e. (n= 5~ 1 0) Sr^-To *P<0. 05;**p 
<0. 0 1 ; Mi^#J&VM^HX5 3 1 & 6 b P P A R - r '^^"•7 

'i7:^Xl*u^^>i:T7^^' /K:^^^^5^>&#Ma#bfeP PAR- r'^'^'-^^y^n 

[0 0 2 8] 

RXRT>^i3'-;^ hHX5 3 10Dj:e)^PPAR - r/RXRIfi 
W^aiSrP PAR- r'^/"v^7XlC3jara^#Ufei:r6, U jK^Jti/v'l^ U/l--^' 
(L P L) SrliCtoilt-SWATl^P PAR- r/RXRjS^fSJt-fe^OOlilSK*^ 
^Wtc-fSTU (~9 0%j[^_h ; 04) , PPAR- r/RXR?S'ffi:6^1g|glci£T 
Lfe„ z:®^!lgS:4M^iffi^1-<5rilJC4: H^BflgJ&WATliM^bife: (0 
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[0 0 2 9] 

^t^t>%. P PAR- r'^^"V'>::^K:HX5 3 1 & 63ii^4a# ( + ) XttM^ 
# (-) TT% PPAR-r"^^"^'^xic:Sfig|;t^^;^T7*-fJi<:^^^^> (Ad 
) . gAdXlil^y^> (Le p) Srm^OM* (/*g/0) tS-^Lfe. 
#^^#aAlCT^Mb> 6MimOHX5 3 (6ii) CD«^1 2 0r4 

tc, «fl|J»:ft (HF) S:#AJai)&^6>#Mt^^bfc„ 

JfiUgl (0 8) lcin;tT. Jlil?tiS|||fl|JKr^ (FFA) _h#, b U -fe U K l^/^?;!/ 
[0 0 3 0] 



[^1] 



HX531 



AdSO - AdSO gAd2.S 




6.24±0.43 5.47±0-32* 15.96±1.47 7.74±0.6S" 3.88±L74" 

8.02±1.18 6.45 ±0.26* 19.36±1.23 16.19±0.72*« 13.81±0.91" 

a.42±0.03 0.35±0.02* 1.48±0.25 0.61±0. 13** 0.43±0.14*' 

82.6±8.9 60,5±6.0* 201.4±25.3 106.6±18. 1** 100.3±17.5" 



¥J^±s.e. (n=5~10)> *:P<0.05, **:P<0.01(#^MKv^;XXtt6iili3HX53lJ^ 



[0 0 3 1] 



1 0 
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(3) r^>( Ti<:^i7^yiz^:^mmmmmm^^^(D^ y:;kv ym.m^(D^mo 
8) jcj:y. mstmfm^>:^vyikmtmMiz^mvrc ms) , 

[0 0 3 2] 

(4) rv^^^:^^^y0^^i^:^^y(Df^m 

r^-{:^^i^^y},t. N^^m(on^'-^ymmn (cAd) t.cmmmo>m 

8) . T-5^-r JK:^e^^>®C5^SgStC^-rS*a^f:iCj:*J^.il§ttS 2 5-kD^ 
[0 0 3 3] 

ms^mmmm'm.mmmiz^i'f^^y:^ v ymmmt. iiM©-f >x u 

T^ofe (±mi 0. 2ng/ml) , Cltie><D"y'i^::^lC^aKFai!® l^^/'^i/ & 

. 4y:x.vym.m^^mmmK. mtm^izm^^^^r^. (®8) , 

[0 0 3 4] 

(6) T5^w /K:^iJ'^>lC«fcS h U i^UirU K-^a<ST 
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CO 0 3 5] 



o mi iKit'W^miz^vf^. 'iy7.vyv±-:fit~ (iR) ii^y7.v>v-k 

Zf^-m^ (IRS) -l(Z)-r>::^U>^^ttCD5^ni/>U>^ftsM-<>XU 
>$!l^lCj:SAk t y >^fbS:at1-o HX5 3 1ttO. 1 % i: 5 J: e) fC:ftffi{C 

Mbfc„ mm^mmt. moi. ceii. Bioi. le, 1074-308 

4 (1 9 9 6) fB^<Z)m^{Cj:y^5g«fc|^H/S (I P) mM^. -ih.J^nv'r 
[0 0 3 6] 

*;i'=Jr-M^JC^tl-€tlg5^f -5, CD 3 6, T >>;bC o A:t^S/^-1f (AC 
O) ^x:fm^n^yr%i^^ (UCP) 2^ifOD:e-^CD^3SS:itiD§-tirS (09) 

(^1) o r^l^(Z)^l'fe^(^)^^i:^,^ppAR^CJ:oTiE^cf!I^$tlTV^§«^^ 

PPAR-a/r ®^Jgii}&nS.t?/XttP^0ffi U ^> K®iiJ0& if T' 
feS. P PAR- a (D^mmMif^M.^n^ (09) . #*&Iifiil«mfi5tC 

, s^x^iti&mmsAdnmz^ij. mm^(Dmmmmmizm^-t ^ CDS 6 
v%"rti% hy ij^y-fey F#^l7b^^£TbTv^fe%®<JD. ;itie>2o<Dmiitcfei-ts 

*^^^L/T#^l®M'^MLTFFACD^Ai:^!l^$riiin$i±, ^tLlCJ:y|®® h 

y^^yizy K■^*S:^gT$*^S3i:S:a^bTv^So jfa^F F Ai: h y ^y iz y k 

[0 0 3 7] 



(FAT) /CDS 6. AGO, UC P 2 :gltJ?P P A R- a a)#mRN A Sr^t* 
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( 7 ) hV^V'\zV F-^*(Z)^STJc ^^^y:7,vy ' t/^'i-vy ^'<D^m 
^'-^(D^f yy^V ymmKJ;:^mmt. Rx^^nK.m<^^^-::^h'^y:^^- 

^-^yA^m:4.(Dmmmmm^(Dmw^t^?vn--7.<Dm^J72<^t>^m.m•^i^l. -f 
nrcmmmmmm'^^::^<D. -iy^v ymmic^^^^mA k t ^® u > 
V X u D > u ymih(r)m^fj' laj® h u ^ u -fe u K-^*0<gT 

{t4y7.Vyiy^ir;]y^m<D^mi^m^-t^t^:^^ti^ mil) o 

[0 0 3 8] 

(8) r^'^^:^^^yK^^mm'r^:^(D>(y:^vymm^ncmi^m 

mK. mm. -Mmskm. -^y:>.vym,m^Rx^MiiB.'m-k!^mii't^. 2o®m 

CO 0 3 9] 

•eODM:^^:®! 2— 1 7 JC:^i-o C 5 7 :&Vn b d b/ d b'T'i^X ( 

® 1 2-^ 1 4) ^SV^^iKK;&V^bKKAV^7:^ (01 5~1 7) CD, i7';i^3 

(GTT) ^©jfa^tTT^-f JK:^^'^>l^^>n/ (®12ill5) 
ir;i/3->^ffii^T®^ (01 3 1 6) ®:t)f-f >:;?.U >ffiijSTM^ (01 4 i:S 
17) CD-lii&it-ro v!7XlcliHCXl±HF:^*^#x.^>ti, Mn-^Xitm^^M. 
ifig/'B) CDAd;&V^bg Ad &^#bfco jfiimT^>f 3i<:^^5^>U/<;i/tt, 

>(2^Jrfxiv^^ y^'^m'^l^fc mi 2 i: 1 5) o HC:^&#;^e>ti 
fejfts^^^^gtfV'i^X^itiCM-r-Stl-^ilbT^^ (01 3, 14. 16, 17) 

c nC'^■^¥Xhi^rcfsm^c^l^^7.(Dmmif)\^n-ysl'^)^^ (gtt®-^ 

n^rWA^) 1*62. 3±3. Img/dl (013), KK*7'^X"^li9 3. 
0±6. 1 mg/d 1 i^ofc (01 6) „ #7t-«^*l>#± s . e. (n=5'-' 
1 0) ^m-to *P<0. 05;**p<0. 01;C57^db/db, Xli 



1 3. 
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W #2002—023554 ^ 

[0 04 0] 

^tm:k^-^^t^^^:^ (012, u-yi) ifZbh^x. m.mr^^ ^^i^'^yu 

^Mti&ThX^^fdo d b/d b v!7X (0 1 2, I/- > 5 i: 7 ) ODJfli^f T^^-f 
(012. ly-yits) Jcjt'^T^gTbTv^feo itfl||»:^®l|f^Mv^;x®jfii 
^Aiciy, lg^;!K'ff:i^:^?:#^e)nfeB^^MMM (012. 1/->1. 3, 4 

) (Di/z^^n/^-^sPrS-eifjcia^L. ll^JiiJKf:fe (013, u-yi, 3, 4) t?^^ 
$nfcii?>f >:^U >ifii5g (014, u-yi, 3, 4) i:il5Jfiii6llc%';t;tcD3Jc# 

ifin^^iit^a mm7!<.itm'0^x\tmmmik<D\i^'rM-^^^^^tir^ d b/d b 
^^^mMm^i^^jv^xm^mKmmi^ (012), u>r^yv^':f^-^^ 

K^vmm-^ntcL-mskm (013) him^y:^vyskm. (014) ic=b^iiy;t 

<Dm^i)m^t\>rci (015-17) o r^x^cD^^ii, mmik. vz^^yv^ 

[0041] 

25i^^2|a^CDMS®^^:ar7'-f (Ad) X«T7*>r 

:!^^5^>(Z)3^^^K;i>r> (gAd) SrlS^Lfeo 



ffit£# 2002-3067481 
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[0 0 4 2] 



AdSO gAd2. 5 



ACOStt 

(nmol/mg/min) 
(nmol/g/h) 

(Mg/g mm) 



0.24±0.02 0.37±0.04' 0.42±0.04" 
Jff 3.21±0.33 3.04±0.85 2.89±0.35 
2. 52 ±0.23 3. 95 ±0.58* 4. 06 ±0.44* 



10.94±l.03 8. 75±0.58* 8.06±0.61* 
Jff 19.07±1.78 16. 15±0.83' 16.04±0.91' 



3.31±0. 38 



2.92±0.29 



2.89±0.2I 



OnEq/l) 

JlilMTG 

Ong/dl) 



. 1.29±0.12 0.67±0.09' 



Z00.2±20.8 101..3±I9.7" 96.4±18.3'* 



0. 39 ±0.04' 



36.7±0.3 



37.3±0.2* 



37.7±0.l'* 



5pi^±s.e. (n=5~10)» *:P<0.05, **:P<0.01 (#^i!!lgvC';^i:0^Jt) 
[0 0 4 3 ] 

(9) r^^:^:^^^y\>z^^0mit(Di!^m 



[0 0 4 4] 

:it\,izMVX. jE^®C 5 T'^iJ/y^lcTf'-r JK:^^^^>S:2Ml^a#bfe^-&• 
^ctt, ■mmm-MlZ^^WATm.M m^-^-^^:^ :0. 53±0. 03g;gA 
da#: 0. 48±0. 04g) il^iSOiiilDii, }^-^JV (tf-t^;i/^#: 2 
2. 8 ±2. 0 s ; gAd^-^ : 2 0. 6 ±2. 1 g ) ICit/^Ti^-rA^tCiST b 

5. 7 1±0. 5 6 g/H ; g Ad^#: 6. 2 8±0. 5 1 g / H) . ]t:j^#; 
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7^^'/}<:^^^^>CDm«IM'^#M»MllbTV^3&*^ofe (1^12-14) „ HiC 

^tl/y^>l/'<-n/ : 1 1. 1±2. 1 n g/ml ; g Ad^-^ : 

10. 4 ±2. 6ng/ml) ^mt^-^iSiiJ^^t^. KK (fcf-^^;i/S# : 15 
. 1 ± 2. 5 n g/ml ; g A : 1 3. 4 ± 2. 7 n g/ml) , KKA 

^ (lf-^J';i/ig-^ : 6 1. 5± 5. 4 n g/ml ; g Adtg# : 5 7. 9± 5, 
7 n g/ml) S.t)fd b/d b Vi;:^ (tr-^';i/K-^ : 1 5 3. 9±20. 4n 
g/ml ; g Ad®-^ : 1 4 5. 2±14. 7 n g /m 1 ) •^%t$lSSIK®Jfillt 

[0 0 4 5] 

[0 0 4 6] 
[SB^^] 

SEQUENCE LISTING 

<110> Japan science and Technology Corporation 

<120> Ameliorating Medicine for lusnlin Resistance 

<130> P00381401 

<140> 
<141> 



2002-3067481 



002 — 0 23554 



<160> 2 

<170> Patentin Ver. 2.1 

<210> 1 

<211> 1276 

<212> DNA 

<213> Mus musculus 

<220> 

<221> CDS 

<222> (46).. (789) 

<400> 1 

ctctaaagat tgtcagtgga tctgacgaca ccaaaagggc tcagg atg eta ctg ttg 57 

Met Leu Leu Leu 
1 

caa get etc ctg ttc etc tta ate ctg cec agt cat gee gaa gat gac 105 
Gin Ala Leu Leu Phe Leu Leu lie Leu Pro Ser His Ala Glu Asp Asp 
5 10 15 20 

gtt act aca act gaa gag eta get ect get ttg gtc cct eca cec aag 153 
Val Thr Thr Thr Glu Glu Leu Ala Pro Ala Leu Val Pro Pro Pro Lys 
25 30 35 

gga act tgt gca ggt tgg atg gea ggc ate eca gga cat cct ggc cae 201 
Gly Thr Cys Ala Gly Trp Met Ala Gly He Pro Gly His Pro Gly His 
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40 45 50 

aat ggc aca cca ggc cgt gat ggc aga gat ggc act cct gga gag aag 249 
Asn Gly Thr Pro Gly Arg Asp Gly Arg Asp Gly Thr Pro Gly Glu Lys 
55 60 65 

gga gag aaa gga gat gca ggt ctt ctt ggt cct aag ggt gag aca gga 297 

Gly Glu Lys Gly Asp Ala Gly Leu Leu Gly Pro Lys Gly Glu Thr Gly 
70 75 80 

gat gtt gga atg aca gga get gaa ggg cca egg ggc ttc ccc gga acc 345 
Asp Val Gly Met Thr Gly Ala Glu Gly Pro Arg Gly Phe Pro Gly Thr 
85 90 95 100 

cct ggc agg aaa gga gag cct gga gaa gcc get tat atg tat cgc tea 393 
Pro Gly Arg Lys Gly Glu Pro Gly Glu Ala Ala Tyr Met Tyr Arg Ser 
105 110 115 

gcg ttc agt gtg ggg ctg gag acc cgc gtc act gtt ccc aat gta ccc 441 
Ala Phe Ser Val Gly Leu Glu Thr Arg Val Thr Val Pro Asn Val Pro 

120 125 130 " 

att Cgc ttt act aag ate ttc tac aac caa cag aat cat tat gac ggc 489 
He Arg Phe Thr Lys He Phe Tyr Asn Gin Gin Asn His Tyr Asp Gly 

135 140 145 

age act ggc aag ttc tac tge aac att ccg gga etc tac tac ttc tct 537 
Ser Thr Gly Lys Phe Tyr Cys Asn He Pro. Gly Leu Tyr Tyr Phe Ser 

150 155 160 

1 8 ffiiE# 2002-3067481 
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tac cac ate acg gtg tac atg aaa gat gtg aag gtg age etc tte aag 585 
Tyr His lie Thr Val Tyr Met Lys Asp Val Lys Val Ser Leu Phe Lys 
165 170 175 180 

aag gac aag gee gtt etc ttc ace tac gac cag tat cag gaa aag aat 633 
Lys Asp Lys Ala Val Leu Phe Thr Tyr Asp Gin Tyr Gin Glu Lys Asn 

185 190 195 

gtg gac cag gee tet gge tet gtg etc etc cat ctg gag gtg gga gac 681 
Val Asp Gin Ala Ser Gly Ser Val Leu Leu His Leu Glu Val Gly Asp 
200 205 210 

caa gtc tgg etc cag gtg tat ggg gat ggg gac cac aat gga etc tat 729 
Gin Val Trp Leu Gin Val Tyr Gly Asp Gly Asp His Asn Gly Leu Tyr 
215 220 225 

gca gat aac gtc aac gac tet aca ttt act gge ttt ctt etc tae cat 777 
Ala Asp Asn Val Asn Asp Ser Thr Phe Thr Gly Phe Leu Leu Tyr His 
230 235 240 

gat acc aac tga ctgcaactac ccatagccca tacaccagga gaatcatgga 829 

Asp Thr Asn 

245 

acagtcgaca cactttcagc ttagtttgag agattgattt tattgcttag tttgagagtc 889 
ctgagtatta tccacacgtg tactcacttg ttcattaaac gactttataa aaaataattt 949 
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gtgttcctag tccagaaaaa aaggcactcc ctggtctcca cgactcttac atggtagcaa 1009 
taacagaatg aaaatcacat ttggtatggg ggcttcacaa tattcgcatg actgtctgga 1069 
agtagaccat gctatttttc tgctcactgt acacaaatat tgttcacata aaccctataa 1129 
tgtaaatatg aaatacagtg attactcttc tcacaggctg agtgtatgaa tgtctaaaga 1189 
cccataagta ttaaagtggt agggataaat tggaaaaaaa aaaaaaaaaa aagaaaaact 1249 
ttagagcaca ctggcggccg ttactag 1276 

I 

<210> 2 

<211> 247 

<212> PRT 

<213> Mus musculus 

<400> 2 

Met Leu Leu Leu Gin Ala Leu Leu Phe Leu Leu He Leu Pro Ser His 

15 10 15 . 

Ala Glu Asp Asp Val Thr Thr Thr Glu Glu Leu Ala Pro Ala Leu Val 

20 25 30 

Pro Pro Pro Lys Gly Thr Cys Ala Gly Trp Met Ala Gly lie Pro Gly 

35 40 45 

His Pro Gly His Asn Gly Thr Pro Gly Arg Asp Gly Arg Asp Gly Thr 

50 55 60 

Pro Gly Glu Lys Gly Glu Lys Gly Asp Ala Gly Leu Leu Gly Pro Lys 
65 70 75 80 
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Gly Gltt Thr Gly Asp Val Gly Met Thr Gly Ala Glu Gly Pro Arg Gly 

85 90 95 

Phe Pro Gly Thr Pro Gly Arg Lys Gly Glu Pro Gly Glu Ala Ala Tyr 

100 105 110 

Met Tyr Arg Ser Ala Phe Ser Val Gly Leu Glu Thr Arg Val Thr Val 

115 120 125 

Pro Asn Val Pro He Arg Phe Thr Lys He Phe Tyr Asn Gin Gin Asn 

130 135 140 

His Tyr Asp Gly Ser Thr Gly Lys Phe Tyr Cys Asn He Pro Gly Leu 
145 150 155 160 

Tyr Tyr Phe Ser Tyr His He Thr Val Tyr Met Lys Asp Val Lys Val 

165 170 175 

Ser Leu Phe Lys Lys Asp Lys Ala Val Leu Phe Thr Tyr Asp Gin Tyr 

180 185 190 

Gin Glu Lys Asn Val Asp Gin Ala Ser Gly Ser Val Leu Leu His Leu 

195 200 205 

Glu Val Gly Asp Gin Val Trp Leu Gin Val Tyr Gly Asp Gly Asp His 

210 215 220 

Asn Gly Leu Tyr Ala Asp Asn Val Asn Asp Ser Thr Phe Thr Gly Phe 
225 230 235 240 

Leu Leu Tyr His Asp Thr Asn 
245 

d b/d b V^XODWATPfJCDrT^^ iK:^i'^:ymRN A* (a) ®:t>*JfilWT 
"r-f (b) ^^•tm'V&^o 

[02] 

d b/d b-T'^X<Z>^>>l/=i->;:a^^Ji^i^®, ■i^;i/ii-:^ffiii«T®IS^t (a) 

jkx:^^y^vymmr^mm (b) ^mirmv:&^o 

2 1 2002-3067481 
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[S3] 

3 T 3 L imS^mm^(Dr'r^^^^^ymRNAA^^'t^'V:^S>o 

. WATtfiODL P LmRNAfi&atf 01rfe-5. 
[05] 

^m±#W A TSS Sr^tf 0 T* & S o 
[®6] 

W A T ^r^-r XiKJ^^ $:^i-07? ^ S „ 
[07] 

[08] 

0 >®^'l4*ill!t^^i-0T'^^o 
[09] 

'=?''>'X#*&S5lC;33i'JSCD 3 6, AGO, UC P 2;&t)f P P A R- a OO^&mR 
N A^i^Srat-rS-efeSo 
[010] 

"v^J^J^ffftCfcltSCD 3 6, AGO, UGP 2:R.I)^P P AR- aO#mRNA 
^^?S:^-t0T*feSo 
[011] 

'^^y^'W^miz^i-l^^b'iy^'.VyV'kzf^- (IR) ii>r>:^U >U•fe::f^- 
S^ (1 RS) - l(3D-f >XU >^^ttc?)5^nt/>U >m'fb:&tJ^-l'>^U Xins 

)*!iti!t{cj:sAk t v>mih^^-tmx'&^. 

[012] 
[013] 

G 5 7;5tt?d b/d b-7'i7>^<z)^^;i/3-:^:a#t^S^^<Di^;i/n-:^ffii^T®ll 
S:2it-r0'efe'5o 

[014] 
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mi 5] 

[®1 6] 

K K:5tt? K K Ay-y' >^ ® n - n - X ffiij^T®^ 

K K K K A V 1^ (5D n - X r^^l^ m ^® -f > ^ U > ffii^TSU % 
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mi] 



mm 



28S- 



•IS^ 



mi HC HF HF HC HF HF 



[gI2] 




[03] 



28S- 




- Rosi 



ISO 



^ 100 



so • 



0 



1 

HC 



3 

MF 
+ 
Rosi 



LPL-* 

28S-* 
HX531 : 




1 
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HX531: - + 

[06] 




HX531 : 



7] 



Mm 




(Atg/ml) ' 



25 75 100 



7 8 9 10 11 
4. 4- + 4* -f :HX531 
. AdSO AdSOgAdStS gMSO . 

pump ip "iitir*- ni<mn • 



2 
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HX531 : + 


+ 


: HF 


HF 




+ 



gAd2.5 



3 
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[®1 0] 



CD36 




28S - 

HX531 : + 
HF 



mi 1] 



+ 

HF 

+ 



gAd2.5 



IP rtftlRift^*: 
IP : tlfiIRS-ltft#i 



b : p— AKY 1^ 




gAd2.5 



mi 2] 



C57 



db/db 



1 2 3 4 's "* 6 7 8 
HC HC HF HF HC HC HF HF 
+ + + + 

AdSO AdSO AdSO AdSO 



4 
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C®1 3] 




3# : HC HC HF HF HC HC HF HF 

+ ♦ . + ^ 

AdSO AdSO AdSO AdSO 

C57 db/db 

[® 1 4 ] . 




: HC HC HF HF HC HC HF HF 

+ + + + 

AdSO AdSO AdSO AdSO 

CS7 db/db 

[015] 



KK KKAy 

:/n V V '. ' \ 

1 2 3 4 5 6 7 8 
HC HC HF HF HC HC HF HF 
+ + + + 

AdSO AdSO AdSO AdSO 



5 
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mi 6] 





6 
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m 



mm] 



1 



miE# 2002-3067481 



002 — 023554 



#ff mM®#-^ #M 2002-023554 

50200130437 



ia^w m-*a^j:0 • 0 0 9 0 

-f^^H 5p^l4# 3>gi80 

<^^'»# • mmm> 



I 
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m M A 



C396020800) 
1 . H 1998^ 2H24H 



1 



1 
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